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interference. The pain severity domain consists of 4 items (Items #3, #4, #5, and #6), which
assess pain at its “worst,” “least,” “average,” and “now” (current pain) respectively on the

1 1-point scale. These 4 items may be averaged as a composite pain severity score or they
may be interpreted individually [Dworkin, R. H., et al 2005] [Dworkin, R. H., et al 2008]
[Dworkin, R. H., et al 2005] [Dworkin, R. H., et al 2008] [Food and Drug Administration
2009b]. In this study, the “worst pain” (Item #3) will be used as a single item in assessing
pain progression. A composite pain severity score from all the 4 items will also be evaluated
as ‘pain severity progression’. A >2-point change in the average pain severity or in “worst
pain” item is considered clinically meaningful.

The pain interference domain score 1s a mean of 7 items: general activity (Item #9A), mood
(Item #9B), walking ability (Item #9C), normal work (Item #9D), relations with other people
(Item #9E), sleep (Item #9F), and enjoyment of life (Item #9G), each scored on an 1 1-point
scale from 0 (Does not interfere) to 10 (Completely interferes). Based on the BPI-SF scoring
manual [Cleeland, C. S. 2009a], the following items are not used in scoring pain severity or
pain interference domains: Items #1, #2, #7, and #8. Item #2 (a body map diagram) will not
be included in the ePRO version of the BPI-SF. Item #7 (a free text field) describing pain
medication use and [tem #8, assessing amount of relief from pain treatments or medications
provided in Item #7, will also not be included in the ePRO version of the BPI-SF. Analgesic
use will be captured in a separate CRF.

8.2.4.2 FACT-P

FACT-P was developed as a disease-specific adjunct to the FACT measurement system and
consists of FACT-G (general) which contains a 27-item self-report questionnaire measuring
general health-related quality of life in 4 domains (physical, social, emotional, and functional
well-being) and 12 prostate cancer-specific items. FACT-P (version 4) is self administered
and requires approximately 8 to 10 minutes to complete.

8.2.4.3 EQ-5D-5L

The 5 health state dimensions in the EQ-5D-5L include the following: mobility, self-care,
usual activities, pain/discomfort, and anxiety/depression. Each dimension is rated on a 5-
point scale from | (no problem) to 5 (unable to/extreme problems). The EQ-5D-5L also
includes a graded (0 to 100) VAS on which the participant rates his or her general state of
health at the time of the assessment.

It is best practice and strongly recommended that ePROs are administered to randomized
participants prior to drug administration, AE evaluation, and disease status notification. If the
participant does not complete the ePROs at a scheduled time point, the MISSTIMODE form
must be completed to capture the reason the assessment was not performed.

8.3 Safety Assessments

Details regarding specific safety procedures/assessments to be performed in this study are
provided.

Planned time points for all safety assessments are provided in the SoA.
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